Concordantly, within donors, cartilage from OA-affected areas showed hypomethylation for this CpG site compared to preserved cartilage, which correlated with increased RNA expression. This raised the question whether individuals with high WISP1 expression were at increased risk to develop OA. Methylation of the CpG dinucleotide associated with WISP1 expression was found to be controlled by a single nucleotide polymorphism (SNP). Surprisingly, the allele associated with higher methylation and thus lower expression of WISP1, was associated with OA. Conclusions Increased WISP1 expression in OA-affected cartilage is associated with cartilage degradation, but low WISP1 expression seems to predispose for OA-induction. Together, our results suggest that tight regulation of WISP1 expression is essential to maintain cartilage homeostasis.
Background Among systemic autoimmune disorders, primary Sjogren's syndrome (pSS) has the highest risk for non-Hodgkin lymphoma (NHL) development. Two common polymorphisms, the C677T and A1298C, of the methylene-tetrahydrofolate reductase (MTHFR) gene, an enzyme essential in DNA synthesis, repair and methylation, have been reported to influence susceptibility to both autoimmune diseases and NHL. The aim of this study was to investigate the possible contribution of MTHFR variants in pSS-related lymphomagenesis. Materials and methods 262 pSS patients without NHL (pSS), 94 pSS patients with NHL [pSS-lymphoma, of which 75 had mucosa-associated lymphoid tissue (MALT) and 19 non-MALT] as well as 600 healthy controls (HC) of similar age and sex distribution were genotyped by PCR-based assays for the detection of the MTHFR gene polymorphisms (C677T and A1298C). To further evaluate the functional consequences of MTHFR variants, global DNA methylation levels were assessed by bisulphite pyrosequencing of the LINE-1 retroelement promoter in genomic DNA derived from 55 salivary gland tissues from pSS patients. Additionally, DNA double strand breaks -a marker of intrinsic DNA damage as a result of defective DNA repair-were determined in peripheral blood mononuclear cells isolated from 13 pSS patients, using comet assay. Results The frequency of MTHFR polymorphisms did not differ among pSS, pSS-lymphoma patients and HC. However, further data analysis according to the lymphoma subtype revealed increased frequency of C677T TT genotype and T allele in the pSS non-MALT group compared to pSS patients [OR(95% CI): 2. Background Recent data highlight the increased risk for premature atherosclerosis in primary Sjogren's syndrome (pSS) patients. Given a potential role of B cells in atherosclerotic plaque formation, we explored the potential contribution of B-cell activating factor (BAFF) in pSS-related atherosclerosis. Materials and methods 72 patients, fulfilling the ACR/EULAR criteria for pSS, with detailed clinical, laboratory and histopathological data regarding both pSS and traditional risk factors of atherosclerosis underwent carotid and femoral arteries Doppler ultrasound scan for detection of atherosclerotic plaque. Additionally, the prevalence of 5 polymorphisms (rs1224141, rs12583006, rs61756766, rs9514828, rs1041569) in the BAFF gene was examined. BAFF mRNA levels were measured by real time PCR in a subgroup of 32 patients with available peripheral blood cDNA. Univariate and multivariate statistical analyses were performed. Results In the subgroup of 32 pSS patients, BAFF mRNA levels were significantly higher in patients with plaque (17 out of 32 patients) compared to those without plaque (p=0.03). In the entire cohort of 72 pSS patients, the prevalence the T/ T genotype of the rs9514828 polymorphism, which is known to reside in the promoter area of the BAFF gene, was significantly higher in pSS patients with plaque compared with those without plaque (35.6% vs 8.0%, p=0.031 respectively, OR: 6.4, CI: 1.3-30.6). The multivariate analysis also showed the rs9514828 BAFF polymorphism to be independently associated with the presence of plaque after adjustment for age, hypertension, smoking and dyslipidemia (OR=3.5, CI: 1.2-10.1). Conclusions In pSS patients the presence of atherosclerotic plaque was significantly associated both with increased BAFF
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